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(57) Abstract . * " 

A compound represented by general formula (I) or a phannaceutically acceptable salt thereof; wherein: R 
rcprcacau hydrogen or acyU U i t |*ucim -O-, -CHR 1 - or -NR 2 -, wherein R f rep r esents hydrogen or heterocycle, 
and R 2 iqaeatuts hydrogen or lower aflcyl substituted by lower alkoxycarbocryl; V itpitamU -CK -S-. -CHR*. of 
-NR 4 -, wherein R 3 rqatamu hydrogen or lower alkoxycarbonyl, and R* rtpmmia hydrogen, lower alkyl or acyk W 
icpccacnu methyl, heterocycle or optionally substituted phenyl; X and Y, which may be the same or different from 
sacfa ther, 114* cam! each -CH*- or -S-; m lepresents an integer of 0 to 6; and n »|i ' .ti n ' tf an integer of 1 to 4. The 
compound has a specifically potent inhibitory activity against prolyl endopeptldase and suppresses the decomposition 
and deactivation of TRH, substance P, neurotensin, vasopressin, and so forth. Hence it can be used for p* - 
and/or treating and amnesia including Alzheimer's 
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t^fflisni, SiSCXoTin vitro, in vivo H^Cfcl>T^<- * T S o ^ 

• -r ki?s^ y^trmfrz&^-pT i o-r rasaj usfrrfc* cfebs 
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ri£mr;i/a^^j ^» l - 6 <DW.mxufr&mWi(DT Jia^tsm 
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h + ^^7^^-;uy^;US. 2- + x-Ttim, 3- h 

jH=.)lt*f-Jim, 2- (yo^i/*;^:-^) if-;l/& % 3- (Zfu#*i/1j 

)i#-ji) zru\?jimmx*3bz>o 
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tsLmt mm-. <t&® (5) tscc-rsc j^t. -.— j&it ti 9) -e^sn 

Cl 93 ©MS&(::fct>Tt>. fls£<8l CI 7) «fc0-ti2£l£ (D) 
fcfifcCLT— IftsC (2 0) TfSft5M«tU» (P) ) „ ±ia£ 

ts (E) tra*ttfii&*fT-5 c ticiot, rb^-^i c 1 9 d ^-ms-rac ttt 

S (5tS (Q) ) o 
£j£ (R) 

(2 1) £#*t>©T*5 0 *£l£li> fll*.li v <>-tr>, N, N-i?^f;l/tJl/ 
A7; K«©*J&tt*tt+T0 , C;fr6S*fiftT* L < I* 0 "CfrSSaT* 

mm*x\ -8 o°cfr£^aT\ &fk**if mjl^t ~ >©?r&T> 

**2/K©ffSET, DCC*ffll^^ *l^i^iStt*» C«iL«^>4?>, h 
f-^l/T $ >tt£© 3&T I A, zuu**- is KO??ST, =R<ffc-r 

- try ^>*ff«iMi£aYkny >£ffi^£j5^ #^ttttffcy i/> 

H**^. - 2 or^SSSatCT^ U< ttCCtrT. 2, 2, 6, 6-r- 
Kit (S) 

— te^; (21) *e^$nsYfr&tt©-3 5, r e ^r;u3*->gtrr*js&snfc 

*<SlET*5o #Jx.ti\ R E #4 > + ->7x- ^©^-Kfc^Tti. 7jc N 

©«»**. MT^^At^AisoiftjBcioT, -2otc*&« 

2 0 
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— — as^; C2 n x*^$nsfb^©^^. r e #g&£ttT^T&m> 

gjcftlfc^K^oT— C2 2) T^$n5M^i< :t^l5„ #J 

jfciitLT. 0 o C*>«s>ggis£&(rT> ?&BEfr£2 0 0 METTStc-T -5 C t iz «k 
oT-lKS; C2 2) C^£*T,£lft{fc£&£#.5 0 
SEP (T) 

^^^{i^^^^^TK'KltSCS^Ii-SC tC^oTi^Yk^ C6) (R=T 
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WO 94/12474 * Ji^>v*bo/ 

ZZX\ X. Y> R. Ra R&Rc ItmsZ.tmm-Zib&o nli3- 4 ©H 
E£& (U) 

T'7F«*n£fb£&}i- 7 8°C^^SS£SS. JfiKli - 2 O^fiffli:^ 
SJS-r^- tlZ&^T— C2 4) T*7F<*n«5fb^£#£o 
SIS (V) 

-«5t C2 4] T^SftSffc^tt*. JLi3i©£l£ (C) fcTOC 7;;«i 
IRa *ft#»Lfc©5>"— M£t (5) T^*tlSYb#«t^f- K^filE* 

SfcYfc'&tt C 2 5 3 ©SSS&C:fc^Tt> N Yt^« C2 4) «fc9-LiaSlS (D) 
tlHtCLT-HS:^ C 2 6 D T^^nSffc'frtttUfelft (gl£ (W) ) . JbES 
IS (E) tR*/XStt?*tf -5 C tCck-pT. Yb-£& C 2 5 5 ^iStSC t^T 
#S (R£& (X) ) o 
SIS (Y) 

-as:^ c 2 5 d T^^nsYfc-frtt*, ±j£©sis (R) tra«<c c 

SJS (Z) 

8*i"*Kl£"C*So 0>Jx.{i\ Rf ^^^©^Cfc^Tti, ±i$©SlS (S) 
tra*«wKff»-r*Ci:C«k-,T. iWtr^Yk-frtt C2 8 D (R = H) 
$t>{rfb^«K) C2 8D (R = H) &±&<DKm (T) Ti/JWTZZ. 
b\Z&~>XTis)immfc C2 8) (R = TS>;Hfc) *»5Ct*<T*5 0 
Sit^S: 5 

Sn*<2 ©*£iH«T&«o 
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ZZ-CQ, X. Y. R, R* . Rc SCfRo l*WEfeR|«T*5, R, li&Efc 

Sl£ (IT ) - 
— USsS (2 9) T'^^nSitffiPi^^^^S^^SO^T. — CI 3D 

£S. «F* b< 14- 7 8°C^£- 2 O'CKT. C2 9) #J 

^V^a^7$ KtSl££ii:T^irS*^N%=.*>tL/c 
It. -7 8*C^&tfi, 0* L< (i- 7 8°C^£- 2 CCdTft-frtt C 1 3) t 

SES (V ) 

£tc<t&® (8 1) ©PSfcCfc^Tfe. ffc^tt C3 0) «ke>±EgI& (D) 
£E«KLTfl:-frtt C3 2) tLfci (SE& (W ) ) . _biSSJfc (E) £|igf£ 
<CSl£*ff-5CtCJ:-5Tn:^« (3 1) C (S& (X* ) ) 0 

SEfc (V ) 

— (3D T'^^nsrt^o^^^v^oLx^^gB^-s^nc^Tcm^ffl 

.^T«5cU (3 3) T^*tiSYb^«*»SSl6T*So *SlfrJi. #J 

jf*Uli-2 0iCA>6ifii:t, ffr&tt (3 1) 7jc 
*Yfc***">- h 'J >7i, v **fthiJ - t e r t -Zfl*-i;T)ll J *)?VAt£t' 
(DMTtMT'MTi-f 5 d t C J: o T £ ft Z 0 
StS (Z' ) 

(3 3) ?^^Sft*ftO^*RS€*££#KKR r t«U 

— «!3t (3 4) T'^£ft5<fc^®£#5£iST&So R P ^tert- 



WO 94/12474 K.T7Jl > 3U/016g7 

*K - 2 0 °C^t>3Sj55cSS, b< t*0°C7^£^i&t::*>t^T. ffc-frtt C3 3) 
^tert -^^^^y^-;bi/>j;u ?n >j K c oTffc£-t& 

£££ (Z" ) 

-$3; C 3 4 D T~m£tlZ<t&®&. ±&<DKfc (R) t^^KcLT^fk-r-S 
ZtlZk^T, —Kit C 3 5 D T'^&tlSrt;^ 
£CS(Z"') 

h5hFn75>. T-tr h ') Jl> ft 0 B Cfrt>mUKis^T, <t& 

m C3 5D ^^yfk^h^yf-^T^^-^AtSt^^-lt-SCtCckt). £>£^ 
(*> &t£&#T> #J*l*im-7jc&£^(iDowe x 5 0W-X8 (jSS*^ 
TJlh'VvTtt) C3 5D £0°C^£ 8 0 °C{C*>l>TMSf $C i: 

BWt-rSfk^ C3 6) (R = H) $ z>\Z<l&fy C3 6) ( 

R = H) £Jh2ii0£l£ (T) lT7i/;Kkf5C tCi oTT 

# C3 6) (R = Ti/;US) ^ct^tl^o 

&mmmti,Tmmztiz<t&®^ n^dij> C2) cy=ch 2 ) so* 

C7) (X = CH 2 ) . N«g|^^^a U>C2] (Y = S) Xtf C7) ' (X = 
S) , Q-COOH C5) . W- (CH 2 ) m-V-U-H, W- (CH 2 ) m 
-V-U-COOH. »J >X(if-^-yo ij vooi^x^ C 9 ) . Nfc^n 
U-*--*Cl3) (Y = CH, ) , N«»f-^^oij^-;u Cl 3) (Y=S). 
HO-Re C l 5) . Yfc^tt C2 3) *>J:Cfffr£fe| C 2 9 D li N \,*-rtit>*il& 
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MOTORS t>«. »lT 5 ;i«S5, Sg0S(:ff , 
Tt>J:l*U ^<-^7>MDEB5»7^(HT4-- 5 Tt>J:l.^ 

*ft t tin. *n-en©}t#istt«sH, t , xMtttta** 

»4fttt, *», *fi, «fc «*WMt|=J:«>|W:*#. fl^SS 

A-A*fcO, -BClw-i o OmgffllSfflT-, 1 H 1 ®~-a®SD8^S*l* 
*\ Xtt*A-A*fc»>, 1B0. 2mg~2 OmgOISfflTl H lE|~aia» S n 

CIEUTRB*), IS**, **»»»'P*KfbJB*** 1 rut 

xfc K*5--b*acfv7 i-*:/******* 
«n««ofc»a>««MW«itTtt, me* *»»,. nm, -> D °^ S , 

tmau aSjW , mmmi^vx^x^j:^ 
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siu sisau tutau frf&m. &m<tm. mwmw)m<D£?ti;mmM&ttLT 



THF f h7hKD77> 

DMF N, N-^yfVl/^^AT ; K 

HO B t l-tKD + i/^O'/hijT-;-;!/ 
DMSO mxJlfrlri/ K 

DM I i, 3 - 2 --f $ > 



l H NMR h>^»^*R|x^^ h4> 

F A B - M S M&l£*mWWmftVr 

mmm i 

(S) - 2 - C C (S) - 2 - (T-t? h^i/T-trf^U) - 1 - £o ij i?— ;U) 
/10 -N- (7x-;^f;i,) - 1 - tfo >J ^^^^.-jc^if $ K (Yfc-£ 

a) (S) - 1 - ( t e r t - 2 - ( S>T '/T-fe^;iO 
fa »J ^> 

N- ( t e r t -7* h + )i) -L-^dij>(2 1. 5 g) ©TH 

F ( 3 3 0 ml) 2 0 °CT' h U i^;t,T S > ( 1 4 . 6ml) *>J;tf ? 

nj»if-A,(10. 6ml)£JJU*_, 3 0 &mmWLtz 0 *<D'&^ >JTV*5 
y (0. 6M yif;U-f^Ml 2 0m 1 ) -««*Lfc 0 

MUx>£;(nix. N fi&mmWzk. *TII&8UK ifTKBSgf^ h 'J t7ATf£«l&. 
g^tT^Sfk^ (2 6. 2 g) £#/c 0 

b) (S) - 2 - (T-t h + i/r-tr^AO - l - ( t e r t -7 h 
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— Jl) t°n y t>> 

(S) -1- (tert -zrh*i/*Jlstf-J\,) - 2 - ( VT VT-t^JU) f 
D, ^>(16. 2 g) S^I'SPU 1 OO'CT'l O^KMUco SI&H 

b/d^. ii7Kik»^> y t;AT'i£^ mi&\sxmm<t&® (8. 9g) £f#/c 0 

c) (S) - 2 - C C (S) - 2 - (T-tr h^->T-tr^;U) - 1 - t°n y ^ 
;lO #;t/tf— AO -N- (7x-;Mf;i/) - l - tfa y ? k 

(S) - 2 - (T-fe h*z/T-k7Jl) - l - (tert ;u) 
tfo»J^> (8. 9g) £HJ ^/l^nf^-f^ (1 : 1*«9 0-ml) fc* 

i:SSU cn^L-^niJ> (4. Og) , O^MVi/7t-h (3. 9 
g) Mh'Jif^7;> (3. 5g) £DMF (4 Oml) * N OSTIUM 

>©&*£JCjjn;t. ^bCHOBt (4. 7g), Tjc&te*^;}?^ * Kiggfig ( 
6. 7g) £jDX./c 0 Ifit'-«ffi#lf:^ Stfr&fCigffcy U >£Jd;U 10 

u mm. mm-fzztK£^Tmm<t<&® (4jg) (^i#jhd 0 

H»J2 

(S) - 2 - C C (S) - 2 - (t Ka + «>T-tr^;U) - l - fcfo y ^ ;io 
7j;l,;fc;lO — N- (7x-;Mf;i) - 1 - trn y i?>t> Jim*-? $ k (Ifc^- 
&2) 

^^JlT#t,tl/c (S) -2 - C C (S) - 2- (T-tr h*^T*^;U) - 
fc;|,;fc;lO -N- (7i-;Mf^) -l-tfoy^>^7 
K (3. 0 g) (1 : K 3 Oml) KSIBU * 

#TT-&*^ifc27 y ( i . i 4 g) £jn*fco I£i:t l n#faif#L/c&. 

sis**»»u &<t*^is>&mz.. «&w^*T«fe^^ ii7jcBgK^-hy^ 
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ma* gffitsctciotgift^.co. -3 1 g) 1 # 

3 

(S) - 2 - C C (S) - 2 - (T-b h*:yT-fc^;iO - l - en y >?x;H 
-N-.(7x-;Mf;l) - 1 - fcfn y ^>^;U^+-9- ? K (ffr£ 

a) N- (^>-;;i/7;;*;^f-;i/) - l -:/n y l -t'o y > ^> 

L-^ay>(23. 3g),^>W;i/7t-K22. 9g)RVb 
yx^/UTi > (2 0. 5 g) £DMF ( 2 5 0 m 1 ) «f\ 1 BftlHtfls-r 

*»T. HO B t (2 9. 7 g) „ **tt**#2>-r $ KttStt (42.13 
gK L-yay> ^^x^fJHfii|£(4 8. 3 g) . h"JiWl 
> (2 7. 9ml) fcSfl*.. IST4^HS}$U > : 0 siEfc£*7fc(C** ft 

h y @ft&LT^srb^^ (73. 6g) *- 

b) N- (^yi?;t/7;;*;i/t:-;i/) - l y ji- l -rfu y > 
x^t^U (4 3.5 5 g) ©THF ( 400m 1 ) /n*5^0A-|| (0. 8 7 

Slfc^ (3 4. 5 g) £®^o 

c) (S) - 2 - C C (S) - 2 - (>»T'/T-t?^;U) - l - \Zu y ^x;U) 
ftyUtf'xno -N- (7i-;^f;i,) - i - t 8 o y ti )l $ F 

N- dyVhTX J -to -L-yny;U-L-^ny > (6. 9 1 

g) £^Jfe0»Jl©a) tl^&tt#&T£l££^ttoT^®ft^ (6. 9 0 g) 

d) (S) -2 - C C (S) -2 - (7th*i/7-bfA) - 1 -^oij-;- 

3 0 
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;10 AO — N— (7x-;Mf;i/) - 1 - if o.y S F 

(S) - 2- C*C (S) - 2- (J?7-/7-t?f-A) - l- toij 7U) 
;I0 -N- (7x-;Mf^) -l-t°D'Ji;>*;i,t:+U-5 F (3. 6 3 
g) 4-i?^-^-?f> (1:1. 3 6ml) Cj^iU 100°CT10# 

(&*!$ : ?DOt4A-^;-^) Ct^SU mmit-k® (1.47 
g) (^1 #&) o 

(S)-2-C((S)-2-(t Ko + *>Ti?f-^) -l-eo U ^-;U) 
-N- (:7x— - l - tf n y >#;u*+-y- * f (rts£ 

■ «2) 

a) (S) -1- (ter t-^^i/*;toO - 2- (1, 2-x#* 

h'x ( h 'J / f ;k>'J 7 ; KOTHFM ( 1 M, 350ml) 
I'DM I ( 3 5 0ml) £Jra*> - 1 3°CK&ip& N N-Ctert-T/h + J/ 
fjfrX—A,) -L-7"ni)t- a, (5 7. 7 1 g) fc^tf h 'J 
A 3-J?K(7 3. 9g)0DMSO(3 5Oml)j§^»TU 1 *$®m 

i&»mW7K. *T«ttfcife»U &zke&&7" h y ^itTO, ©*£L/c 0 SI 

Tlti2t. ^Mfb-^^J© 2a©^rx-r L/^-v-rl-^^) (52. 7 4 g) *%tz 0 

b) (S)-l-(tert -r h + ->*/U^— ;U) - 2- Cl-tFn + i/ 

p-n + ->7i;-;Ki 1. 6 4 g) fc-*- HJ *a *H*'>F-y*y 
-***(1M, 4 7ml) (Dm&mz^ (S) -1- (tert-^h + i/* 

-2 - (1, 2-ji#*s>if->io tfoyi?> (i 0. 0 g) s-ijnx.. 

7 5°CT1 4^naitMi»L^. h;bx>T»aiLfc, ffl 
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iifA) i:t*SU SSffc-frtt (8. 2 0 g) *»fc„ 

c) (S) - 2- C CCS) - 2- (l-tKn + -/-2 - + 

+ i^-^U). - 1 - t°o ij >?^.;t0 - N - (7x-;Mf;t.) 

- 1 - tfn ij -;>:/;& A, = K 

(S) -1- (tert -7*h*^i^) - 2 - C 1 - t Kn*S/- 2 

- (p-y h*i/7x;*^) xfA) k'DiJi?> (8. 0 3 g) 

CI. 4 - 50m 1 ) £Jra*.. 0 ^IBHlff Lfc 0 

»*Iitt, 3 - a ) t RUSK bT, L-^o t; > ( 2 . 6 3 g) N 

'O-W^Tt-b (2. 5 8g)Mh'Jif;l/7;>(2. 3 1 g) £ 
DMF (2 5ml) MT 1 UrBWf^-r* C fcfcJ: cTfb^N- C^> 
^7;;*;^:-^) -L-^d »J C tie i,T8|{k*tt ( 

6 . 3 1 g ) ^Hfco 

d) CS)-2-CCCS)-2-CCp-j/ h^>7x;+i/) T-t^;U) 

- 1 - eo U -N- C? ^;t0 

(S) - 2- C C CS) - 2- Cl-tKo*S/-2 - (p-^ h^i/7x; 
*^) xf;i.) -l-hfou^— a^tf— AO -N- (7x^;Mf - 
1 -fD>ji;>*;i,m^ K C5-. 0 Og) *mt*TV> C4 0ml) 
tfDMSO C20m 1 ) (iJgfPU - 18 c C(C^ip L £»<fc-y> C6. 0 9 

g) £to*fc 0 9 o#Hl«#L*:Su £c£&£i. 5N-MMctw**i?, i*rt; 

ck o Tllfk^i C 3 . 8 3 g ) £f#fc 0 

e) CS) - 2 - C C CS) - 2 - Ct - 1 - bf a U 
;10 *;l/4C— ;10 -N— (7x-;Mf^) - 1 - t°n U i K 

(S) -2- C CCS) - 2- [(p-n + i/7x; + i/) T-tr^;l/) - 1 

3 2 



s 

-tfoys>— JU") -N- (? Jl/ 3-)l>.} - 1 - fo y ;u 

sK+1f i K (5 0 Omg) T -tr h — h U ;b (8ml) . 7jc (2ml) (w$g«? U 
tT»;^> (0. 2 2m 1 ) , 5B»T>*-^/.-t? U »7A ( 1 . 4 7 g) £Jjnx./,io 

tl(2 0 3mg) (£ 1 #M) o 

(S) - 2 - C C (S) - 2 - ( t Ko + ^7tf;i/) - 1 - fo y 
#;b#.=.;iO -N- (7x-JMf;l/) - 1 - bfn >J A,sjC*-fr * K 
©2) 

a) (S) - 2- (l-hKo + i/-2 - (7x-;i/yf ;l/t+i/) 
t?ny^> 

Tk^iti- h U ( 6 0 96 dispersion in oil. 8 9. 6 g) ©DM I (2.0 

n mmm^ ^s^ur^a-^ o a 7m 1 ) ^fin*.. 6 o°ct i mwm& 

t/w 0 Hiffi#J4 - a) T'&btitz (S) - 1 - (tert - 

- 2 - ( 1 , 2 -a AO tfn ij i?> ( 4 7 8. 4 g) ©DM I (150 

mi) mm&ffiTi^ m&izx2 9$mmwLtz 0 Kfcm&&mmm7kmz y v a 

T*$£J£&. mt&Ltzo mm. (5 4 7. 9 g)^;-;K3. 0£)»U 
3 0 »*»fb* U * ( 1 i ) £flO;U 7 6'CT3 *$Kif # Ltz e 

€Mft. 1. 2 NMTWttfc U MNtf-*Tft#Ufc 0 7jcH£l 0*>7jclfc 

>)ATm &*i&U ^SYb^^J (17 8. 2 g) tntzo 

b) (S)-2-CC(S)-2-Cl-h Kn*j/-2- (7x-;^f;l. 
:**>0 x^AO -l-tfoy^— a;Ustf— ;io -N- (7x-;MfA) 

- 1 - h e n y *j yti /1/*>1J- 5 K 

L-^n U y ( 9 1. 9 g) . ^>^;U>r 7 *>T-*— K9 0. 3 g) h U 
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ji^;ut ;>(80. 8 g) ^DMF ( 9 0 0m.l) ^jUT 1 B#fffl#*rr& 
:ti:J:ot»bn5N- (Oi?;i/7;;*;H-;i) - L -:/d <j >cd^^ 
iry^i— ^sJ?^*U^Ty K (259.2 -g) ^ h'Jxf;|/7;> (8 0. 8g) 
fcJ:c; (S) - 2- (1 -kKn + S/- 2- (7x-;Mf x^;i/) 
b°n';^> (1 7 6,. 6g) Zm*.. m&T*-&mWLtz 0 7 % >? 3- y 

TkT'in^^u bsi*^ h y ^ A-rig*m. a&rauT^eft^t&j (330. 9 g) 

c) (S) -N- (7x-;MfA) -2- C C (S) -2- C (7x^;M 
^/U^-^i/) T-trf-;!/] - 1 - to ij ;10 _ i - t? a y 

(S)-2-CC(S)-2-Cl-t + (7 xzwu,* 5 : -;^;i-*- 

:y) i*-;io - l - y -N- (7i-;Mf;b) -l 

-brays; 5 k (3 3 o. 9 g) <k*)H^j4-d) tmm&nm 

T\ Mfrfrtt (12 4. 5 g) *#fc 0 

d) (S)-2-(C(S)-2-(t + -1-tfnUi?- 
Jl) £;l<#\=.;L0 -N— (7x-;Mf/l/) -l-tDij^>*^^t? K 

(S) -N- (7x^/^) -2- C C (S) -2- C (7x-;^f;l. 
T-b^;iO - 1 - t?o y ;u) * n,#.=.;iO - l - fa >J 
^t;K(4 0. 0 g) 5 J -Jl (2 0 0 m 1 ) „ * (40ml) , mm ( 
2 0ml) (DmG&mtzm&Ltio '*7*J*?J+-& (4. 0 g) ZR 
*»ffl«TMT 3 . 5 *B«# Lfco ^ LxmM. 

<t&® (2 5. 8 g) £»fc 0 

mmm 6 

(S) - 2 - C C (S) - 2 - C<>'/-f T-tr 5^10 - i - e o y ^ 

— ;U] #;i/tf\=-;u) -N- (7x-;Mf;i/) - 1 - tf o y * K 

^2i£0>J5T#£ft/c (S)-2-(C(S)-2-(t Ka^i/T-tr^^) - 
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1 - tf n y fjj\,#z.j\,) -N- (7 j.^Jl/^;i) - l-h'DiJi?>^ 

;U*>-ys K (1/ 2 7g) ©ey i>>Jgft (12. 6ml) tz, *#T. fcffc 
^>«/^(0. 4 3ml)£jinx. > 4 5fr®mftLtc 0 fcfcm&t*<tSTU> 
TtfflU &fDB&&7jc^# y*>A, ttftKBTKahf-hy^A, TKTfli^gfe^, 
h U * ATKiMU MfU SBfl:*tt ( 1 . 0 9 g) (ft 1 

#M) o 

(S) -N- (7xi/py^) -2- C C (S) -2- CV'<a4fl,***s 
Y-kf-fr) - 1 - tfn y ^;UsK— - 1 - b*o y ityfDitf*-* i k 

(ft** 4) 

Wt«5T#6nfc (S) -2 - C C (S) -2 - (t Kn + j/TtfA) - 
l-tfoy^-;U) fjJl^ji-) - N _ -l-fay^* 

5 K < 1 . 26g)©M^fl/>M(25ml)(:, MJ 
i*-*T$>(0. 5 0ml) ^ ttffc^<rs-r^ (0. % 4 8ml) *JD*. 17 

ft: ?ddWA-^;-^) CTflfflU mU<t4® (1. 2 1 g) 
1 #JR) o 

(S) - 2- C C (S) -2 - (t Ko + i/7tf;b) - 1 -enij^) 
— N- ( 2 -7xi;i/xf;p) - 1 - en^>*;bmi K 

(ffc*tt5) 

a) (S) - 1 - (N- ( t e r t - ^ h * -L-^n y ;io 

- 2 - CI - h Ko + i/- 2 - (7x-;^ f-^^+i/) jl^;io h°o y >?> 

^i(6M5-a) -vnbtltc (S) -2- Cl -b Fo*i/-2- (7x-;m 
xf^J tfnU2;>(8. OOg) ®iftyfl/>llfl[(3 0m 
1 ) N- ( t e r t -7"ht^*^xi) -L-^d y > (2. 9 3 g) „ 

3 5 
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HOBt (4. 5 5 g) feiO 1 *^;^^^ a Kiiat (2. 8 8 g) S-Jn 

7jcT*!Hefc*fe#U mfrffiWll- h 'J ^^T*£*tt, ©*£U ^gffc^&l (4. 9 9 
g) £f#/c 0 

b) (S) - 2 - ( 1 - fc Ko + ->- 2 - (7x-;MfW-» x^/lO 

- 1 - (L-^o «J;U) tfn U i?> £gfci£ 

(S) - 1 - CN- ( t e r t -Zf h*i/ii )l#-Jl) -L-^o y ;u) - 2 

- (l-tKD + i/-2 - (7x-;^f;l/t*^) xf;p) enij<;> (4.99 
g) £3. 6N^b7K^-l, 4 - ^t+t>Mi:S»U ^ST4 OMK 
ELfco SJ£fc£jg*8LT^JSfl:£$& (2. 6 6 g) &ntz 0 

c) (S) - 2- ( ( (S) - 2- (l-hKn + i/-2 - (7x-;^f;b 
•t*is) x^;lO :fr;U#.=.;lO — N- ( 2 - 7i-;l/Xf 
;U) - 1 - en U ^>^;U^>-9- * K 

3-7i-;^Det>l(0. 45g) ©1, 4 -W*1J-:/fc& (12m 1 ) 
(I h 'JiW; > (0. 8 4ml) fc.kCf^^i— ;U***U ;UT^ K (0.28 
ml) £Jdx.. 1 1 0°CT1B$[BJS#L*: 0 £lS&£gffi£T#i3JgK (S) - 
2 - C 1 - t Kn + S/- 2 - (7x-;Mf;l.t*-» xf^U) - 1 - CL-Zf 
ny;u) tDiji?> «tttt(l. 0 g) ^-JHl^. ^STlNFffiI«^L^o 

ffi*£U ^BSSPTK^^hU^AT^^ gf£U ^&<fc<£*& (1.34g) 

/Co 

d) (S) -N- (2-7x-^xf;b) - 2- ( ( (S) - 2- ( (7x- 

T-tr^;tO - 1 - t° o i) if—ji,') ftjitf^ji) - i- tDiJi? 

(S) - 2- C C (S) - 2- (1 - k Ko**>-2 - C^^M^** 
-» jl^;10 - 1 - t° o ij ttJltf-Ji,-) -N- (2-^i-;Uai^;i/) 

- 1 -Vm) K (1. 3 4 g) J:0HltM4-d) fcHfctt* 
£T\ SSfb^ (0. 9 5 g) zm^o 

3 6 



if 

e) (S) - 2- C C (S) - 2 - (t \*n*.i/T*3-A,) - 1 - fcfo U >^ 
;iO AO -N- ( 2 - 7x-;nf;b) - i - hfo u \ 

K 

(S) -N- (2 -7i-;i/xf^) -2- C C (S) -2- C (7x^;M 
^A**>0 T-fe^XO - 1 - fcfo ij ;U) #;U;}-:j=.;10 - 1 - h° o 'J 

K (0. 9 4g) ^HJfeflfB-d) fcH«tt2rarC, ajgrt:<£t&) ( 
0. 5 4 g) (^2#M) o 

mmm 9 

(S) - 2 - C C (S) - 2 - (t Ko*i/y-tr^;U) - 1 - tfo U ^zwiO 
-N- C ( 4 - t Y x-;l/) y^AO - I - y V yftji 
S K «b-£®I 6 ) 

a) (S) - 2- ( ( (S) -.2 - (l-hKD + i/-2- (7x-;Mf;l/ 

i?-;iO -l-fc?n»J^— AO ftA^r-AO -N- ((4-^h + i/7 
jl—JV) yf-AO - 1 - tfo t) jjjl * K 

HJfiflis-c) tra*tt^rffi*e, 3 -^i^AT/otr^i/SNDftbOKp-y 
h^i/7x-;HtK (0. 6 3 g) £ffl^T£l££m^ ^®ffc-£&l ( 1 . 7 4 

g) £»fco 

b) CS) -N- C C4 -y h^i/7x-;t/) yf-AO - 2 - C ( (S) - 2 
- C (7x-;MfW^) T-fef-AO - 1 - tfo »J i^=.A0 #Atf\=.A0 - 
1 - tfo y A-tf>1?- 5 K 

(S) - 2- C CCS) - 2- Cl-tKo*->-2 - (7x-;Mf;bt+ 
-» xf;i.) - 1 - tfn ij i^AO #Atf^iA) — N— C C4 -y h^->7x- 
A) y*A0 - l - tra »; $>;/;&a<#*im F C 1 . 7 4 g) 0 Hfl&fll 4 - d ) 

tnmns::&arc. mm<t&® co. 9 9 g) ^»^ 0 

c) CS)-2-CCCS)-2-Ct Kn*->T-fe*-A0 - 1 - tfo »j ^ 
AO #A#^ AO -N- [ (4-> h + i/7x-;i/) y^AO -l-tfay^y 
*r A- * K 

CS) -N- C C4 - y h*i/7x-;P) y f-AO - 2-CCCS)-2-C 

3 7 
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trn >j i?>*jitfir-y-z k ( o. 9 9g) <fc 0 HMJ 5 - d ) tH»*W5rffiT\ 

mm<t&®> (o. 2 1 g) c^2#m) e 
Hil#J io 

(S) - 2 - C C (S) - 2 - (t Ko*j/y-trf-;i/) - l - t?o ij >>^.;t0 
fc;i/#.=.;tO -N- ( (4-yf;i/7x-A) ^f-^) - 1 - fcfn »J >*>*;t/^ 
+-9- $ F (ffc^tt 7 ) 

a) (S) - 2- C CCS) - 2- Cl-fcKn*s/-2- (7x-;Mf;l/ 

xf;l/) - l - trn ij ;i0 * A/sJ?— — N- C (4-yf;l7x 
y^;L0 - l - t?o ij 'jytDi^^-i y 

nmms-c) tmm^mv, 3-7x-;i>:/ntr*>®ecDft:bocp- k 

>JX/ft»(0. 5 7 g) *ffl^TSlS*m\ ^Jgffc-&t&J ( 1 . 6 8g) W; 0 

b) (S) -N- C (4 - y f;l/7x-;l/) - 2- C ( (S) - 2- 
C (7x-;Mfm^) T-tr^-^D - 1 - fcTn ij ;uj fc^stf— ;U) -l 

- fn ij i K 

(S)-2-CC(S)-2-Cl-t Kd + ->- 2 - (7x-;MfW 
i/) jLi-jl) - l - tfa ij ;10 ^Utf'^/iO - N - ( ( 4 - x.=./lO 
*f-;lO - 1 - tfo 'J iS>t,Jltf*<y-5. K ( 1 . 6 8 g) «J: 0 H&flJ 4 - d) t 

mmtt&x\ mmit£® co. 9 6 g) &mz 0 

c) (S) - 2 - C C (S) - 2 - (t Kn^T-bf-;U) - 1 - tfn ij *Jz- 
;10 ;10 -N- ( (4 - yf ;^x-;b) - l - tfa ij *j yti 

(S) -N- C (4 - ; ^;t/!7i-;i/) - 2 - C C (S) - 2 - C ( 

7xz;Mf;l/t+^) T-tr^;UJ - 1 - t°n «J •;>.=. AO *;i,sK.=:;lO - l - tf 
oijy>*Wti K (0. 9 6g) J:0Hifi^J5-d) fcEI«fc;frjfcT. $ 
(0. 4 8g) (^2#M) o 

nmm i i 

(S) - 2- ( C (S) - 2- (^y*S>f Jl-**zST*?)l) - 1 - fa »J >* 

3 8 



-=.40 #;t/*— ;io -N- ( (4-/f^7i-/i/) y^AO -i-fay^> 

Hifcfll 1 OT'flbn/: (S) - 2 - C C (S) - 2 - ( t Ko*i/T-tr^;U) 
- l - tfn y s>—;io tj)i^i=.)i^ -n— C (4 - yf;b7x- 71/) y^AO - 
1 - eo U i> ;F(0. 4 6 g) © fcT U S> ( 4 . 5 m 1 ) (is 

i&fc^yV-fJlr (0. 1 7ml) ^jfmx.. *&T. 4^KS^L^o 

«b (0. 3 7g) W:(I2#I)„. 
HffljflJ 1 2 

(S) - 2- ( ( (S) - 2- (b Ko + ->T-bf-;b) -l-h'n »j ;lO 
;u) -l - ((4-n + ->7x-;l/) * * T -fe ^ AO fn 

a) (S) - 2 - C C (S) - 2 - C 1 - h Kn + -> - 2 - (7xi;Mf^ 

xf-JU) -l-t?nij i?.nAO fcA-tf^AO - 1 - C (4 -/ hlris? 
;U) *^T-fcrf-AO \£u*)*jy 
(4 -j* h + ^7x-;P) (2 7 3mg) t % (S) - 2 - C 1 - 

hKo^->-2- (7x-;Mf;l/t ; l 1 i/) xf;l/) - 1 - (L-^n»J;U) f 
o U ( 5 8 6mg) HiffiM5 -b) ir^EKDSlStC «k *K ^ 

m<t£® ( 9 8 8 mg) ^}#fc 0 

b) (S) - 1 - C (4 -y ^ri/7x-;b) **->T-tr^AO - 2 - C C ( 
S) - 2 - ( (7xi;MfAtti/) T-trf-AO -l-Emj s>x;io #Atf 
—A) tTo y 

(S)-2-CC(S)-2-Cl-t KD + S/-2- (7x^;MfW 
xf-AO - 1 - fa U >>^A0 AO - i - ((4-y^«/7x^ 

AO ^"^^T-trf-;!/] fa ij ( 988m g) © hA-x> (lml), DMSO 
(1. 5m 1 ) h 'iif;i/7i y (o. 7 m 1 ) 

T, =»fls-f*-*-lf U S^IH* (7 1 6mg) 2. 5^K«^L/c 0 
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KffU Sark-frtt ( 6 7 3mg) £#fc e 
c) (S) - 2 - C C (S) - 2 - (b Kn + i/T*f-;U) - 1 - tfn »J i?- 

(S) - 1 - C (4 - y ^i/7i^) *-*i/T-fc^;iO - 2 - C C (S) 
-2 - ( (7x— T-fef-;iO - 1 - ij ;!,#.=. ;10 

t'°'J^> ( 6 7 3mg) ^njffi^j5-d) t®m<DKfciztf u mm<t£® ( 

4 7 8mg) (£3$I) 0 

HJffifll 1 3 > 

(S) - 1 - C (4 -/ h*->7x-;b) ^- + ->T-tr^;t/) - 2 - C C (S) 
-2 - (tf^n^OU^i/y-tr^i,) - 1 - tfn >J *;PjK,=.40 t° o »J 

^> UtGVol 0) 

^Jfeflil 2T'#t)tl/: (S) - 2- ( ( (S) - 2- (t Ko + <>7-t?f ;b) 
- 1 - en V i?-;tO t>;l#-)l) - l - C (4 - y h + ->7i-^) **^T 
tfn>;^> (2 8 4mg) fcHtfcOElEfcfJ- U mm<t<&® 

( 1 9 8mg) (S3#I) 0 

14 

(S) - 2- ( [ (S) - 2- (k Ko + i/7tf;i/) - l - tfn >J 
fc/Ustf— >10 - i -^-^^y-r/Ub'n >; i?y Ut&® 1 1) 

a) (S) - 2- C C (S) - 2- Cl-tKn^^-2 - (^x^yf/l, 
- 1 - bfn ij tDitf^w - i $ j 4 ;l/ f D ij 

>>> 

(1. 08g) £ (S) - 2- CI -hKo*'>-2- (7x-;U 
+ xf;l) - l - (L-^n tj ;u) t°n U (2. 9 3 g) 

*JSl\ *tt«5-b) tra*OSlSJli*3, mm<t&® (2. 6 6g) £#/w C 

4 0 



b) (S) - 1 -*?*y>OU-2- C C (S) -2- C (7x^MfA,t 
T-fe^/tO - 1 - t° a U en y i?> 

(S)-2-CC(S)-2-Cl-t Kd*->-2- (7x-^ywt 

(2. 6 6g) «^jtmi 2-b) t^toscsfcfi-u mm<t&® (2. 1 6 

g) £*f/Co 

c) (S) - 2 - C C (S) - 2 - (h Ko + i/Ttf^) - 1 - tfn y ^ 

(S) - 1 -*>??jj)\ / -2- C C (S) - 2- ( (7x-;Mf^+-» 
T-fc^LO - 1 - fcfn y 2^,10 tfn y i>> ( i . 7 7g) £$|Jfc 

M5-d) tmmofcmtztfu mmit&® o. 4 4g) £#7t (^3#jgo 0 
nifcMi 5 

(S) -2 - C C (S) - 2- (T-tr h + i/T-trf-^) - 1 -fcfoy i^/io 

*1M1 4Ti?»nfc (S) -2 - C C (S) -2 - (t Ko*j/t***) 
- 1 - fcfn y fc^^) - 1 -t^^y^^D >J S>> ( 1 . 0 6 g) 

©*tf S»JM* (2. 4ml)C, MT>i*ftSI(0. 4 2 m 1 ) fctiDiU 
£fiT3B£ltl£#U/io 1 MfMWcS?* iHtx*A,T»ffiLfc. f* 

^dd^A-^;-;|.) dtfu ^JSfb^ (1. 0 2 g) 
4#M) o 
HflfiM 16 

(S) - 2 - C C (S) - 2 - COV-f ^**S/T*f-^) - 1 - eo y 'J 
- 1 ? j j jiifa y yy Ut&mi 3) 

HififlJl 4ti^nt (S) -2- C C (S) -2 - (t Kn + s/T-lr**) 
- 1 - en y is-jiy XAtf^ju) - 1 -xtfy^jirvvwy ( x 7 6mg) 

«XlfeM6 fcWfcOKl&KttU SESrt:£<8l (1 3 7mg) <*4Ml) . 

4 1 



mmmi i 

(R) - 4 - C< C (S) - 2 - ( t Kn+s/y-b^-ji,) - 1 - tfo y *J=.)\,} 
a;i,#.=.;iO -3 - (7x-;Mf;i/t^i/*;i/t:-;0 f7'/'js;> Ul^m 
14) 

a) N- (^>^;U^+i/*;U^-;p) - L —f-iffn V JU-L V y 
N- dy 9 JA,***/t]A,#=.A,) -L-WdiJ > (8. 02g) £:L- 

^n»j> ^f-^xx^^ttttia (5. 4 6 g) nmms -b) ti^si 

©S(6tC«k 0. SBYb^fil (11. 8 4 g) £#fc 0 

b) N- - L -ft^n y ;l/-L-^n y > 
N- (iy*J hit A,) - L -Wo y l -^d y y 

;nxf;Kii. 84g)o^;-«(i20ml)i:, IN 
**ffc*hUtfZ. (4 5ml) trFU tiT4l|fIlfftfc 0 5Btt£ftlt' 

L/Co IAffitt«7K%. SlftU mm<tit® (6. 4 7g) £f#fc 0 

c) (R) - 4 - ( C (S) - 2 - (^T'/T-trf-;U) - 1 - fcfo y i?— 
#;u*\r.;u;i -3 - (7 ^■^^■4 t S/*^sK— ^/) f-T'SVify 

N- (^>^;l/^-+i/*r;U^^) -L-ftyDi;;i,-L-yDiJ> (1.82 
g) £^J60U 1 - a) t^JtOgtfcKttU ^jgrtS^Ofifi!^ ( 1 . 9 4g) 

d) (R) - 4 - C ( (S) - 2 - (h Kn + s/y-bf-^) -l-tnij^ 
;10 *;u#,=.;io - 3- (^i-iMfil/t+i/*;^^) ^TWity 

(R) - 4- ( C (S) - 2- (SJTVr-tf-ylO - 1 - tfo y tf )l 

sK— 4.) -3 - (7x-;MfW+i/*;^:-^) f-y •/«; ^©jfcjjfcfcj (970 
m g) kffiWim - 5 -km® (mm g) iz^ 1. 4 - ^^If > -7K ( 5 m 1 - 5 
ml)£2nix.. 100°CT0. 5 B£figini!& U7i 0 1. 4-^m>*KET« 

4 2 



WO M1124/4 *>Ci7JP93/01687 

;10 eft 6. mmi'c^m (9 2mg) (^4#ffi) o 

USSflJ 18 

(S) - 2 - C ( (S) - 2 - (T-fe h + i/y.-trf-^/) - 1 - t°n y 
;io -N- (4-^an7x-;Mf;i) - l - en y *jy ij )\, 

1 K «k^« 15) 

a) N- C (4 - ^DD7x-;Mf^) T ^ y ft/U^/iO - L -zfa y ;u 

4 -?D.D7iiAft| ( 1 . 7 1 g) tL-^oiJ;l/-L-7*DiJ> y^ 
;Ui^T-;UiftBlftt (2. 4 7 g) £flH\ gffiffl 8 - c ) tmm<Dfcmz& t)> 

mm<t&%D (2. o 7 g) £#/c 0 

b) N- C (4 - ?dd7x-;M^) T S y # ;iO -L-^n >J ;u 

N- C (4-^oo7x^;MfA) 7;;*W-A) -L-7*d)J;i,-l 
-^oij> y^Ui^-r^ (2. 0 7g) ^HJfi^Jl 7-b) irl^^CDSCSfw 
ftU mmit&® ( 1 . 2 5g) 

c) (S) -N- (4-^DD7x-;MfA) -2- C C (S) -2- (i^ 

S K 

-yo 'J > (7 6 Omg) 1 - a) £ffi»©KE&KftU mm<t<&® ( 

2 3 4mg) £-#/c„ 

d) (S) - 2- ( ( (S) - 2- (T-tr h^^T-tr^^) - 1 - fcfn »J 

JV) XJltfr. ;U) -N- (4-^on7x-/Mf;l/) - 1 - tf n y s> 4,*}? 

(S) -N- (4-?OD7xr;Mf^) -2- C C (S) -2- (2>T:/ 
T-b^;l/) - 1 - tfo y ^zl/IO a^tf^io - i - t°o y i> ;i/#^-y- ~ K 
( 2 3 4mg) &mmm l -b) tEJ»©EtECftU mm<t<&® (2 4mg) 

4 3 
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mmm 19 

(S) - 2 - C C (S) - 2 - (4 -k Ko + i/- 1 -^-^v^;U) - 1 - 
b*n >J i?-;!/] *rfrtf—)l) -N- (7x-;Mf^) - 1 - fn U ^ 

a) (S) - 1 - ( t e r t h*^*^**— ;U) - 2 - ( 1 - h Ko + i/ 
-4 - C7x-;M^;l>:*-*'» :/*-;l0 eoiji?> 

1 - ?od-3 - (7x-;^f;bt+-» ^oa*> (5. o 0 g) £ OUS 

jgft (3 0ml) i:, - 7 8°CCT, N- (t er t -7 ^;U) - 

L-yniJf-;K4. 5 0 g ) ©TH F&®. ( 2 0 m 1 ) &ffiTLtz 0 15# 

mm.&'&. mm^<tr>^^x. (i omi) &in;u Ktfc&oaK 

1. 8 9 g&tfilfgi£#l1£{*3. 0 5g)€-#Aio 

b) (S)-2-CC(S)-2-Cl-t Ko + i/- 4 - 

**^) t/t^IO -l-eoijs?i ;10 -N- (7x-;^f;b) 

- 1 - fo y K . 

(S) -1- (ter t - y'b^r Jltf— ;b) - 2- (1 -t Ko + i/-4 

- (7x-;MfWi/) !»;10 fc 4 oiJ>>> (iUS^IItt^ 3. OOg) 
C4Nigi(l, A 2 0ml)£tD;U ^ST30^KfiCgb 

g) „ <yV)\,<{ >Ji/T±- h (0. 9 7 g) Rtfh 'Jxt^T* > (0. 8 7 
g) £DMF (1 0ml) «f\ 1ST 1 HKSI$tSC tlU^tfbnSN- 

®> (2. 2 0 g) ^^fc, 

4 4 



c) (S) - 2- C C (S) - 2 - C 1 - (^i-iMf/l/t^ 
r^f-ziO -l-eDiji?-;i) AO -N- (7iz;MH) -1 

(S)-2-CC(S)-2-Cl-t Kd+;>- 4 - ( 7 * 
-» 7*?->rtO -l-eD'J^;i) ^;l/sK— ^) -N- (7x-;Mf;i.) -l 

K (2. l 9 g) £H;6fe0U 2-b) tmmo&fciz 
ttU ^jgft-^«g ( l . 6 2 g) &&tz 0 

d) (S) -2- C ( (S) -2- (4-h Ko + ->- 1 -**77*^) - 

^utfL^io -N- (7x-;Mf;P) - 1 - tfo >J s> 

(S) - 2- C C (S) - 2- CI- - 4 - (7!i;MfW^ 

-l-tnij^) -N- (7x-;^f;i.) - l - b* 

Dijs;>*^#**5 K (1. 0 Og) £H«!15-d) t^cDEEfrrttU 

(i 8 omg) &ntz cms mm) „ 

mmm 2 0 

(S) -2 - C C (S) -2 - (3- t Kd + ->- 1 -t+yyo^) - i 
K (Yfc^l 7) 

a) (S)-l-(tert h *i/l7Jl tf—Jl,) - 2- C2 - (jxl h^-/ 
;i,) -l-hFD*i/if;l) eoiJ^> 

^V7*o^7i> (5. 3ml) ©THF^ffi (5ml) T**>9 
fflfT> -4 0*CT*n-7*f;l/'Jf'7^©l. 6M n ( 2 a 5 
m 1 ) ^Jn^ 5#KjlflM*L *&TT3 0^Kffi#t/co - 7 8°CK#ip^ 
Wm^)l (3. 7ml) 1 SfrmmWLKo N- ( t e r t -7* 

i/**^;!,) — L — Zfu tf -J--^ (4. 9 8 g) CDTHF&jfc (18ml)* 
- 7 8°CKT?rFU 1. 5l$ia£#L/co &fD£ffcT>*^A (2 Om 1 ) 
*UD^ Sl6jft©fiR*Sfi(C4,ifb/i. S^^Jc^tCffi^ai-T-^TJAaJU 

4 5 
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cfl-u mm<t&® (5. 7 3 g) ^»fco 

b) (S) - 2- C CCS) - 2- C2 - (x h^i/^^/u) — l — t K 

o+^if;i') - l - tfo y -n- (7x-;l/yf ;b) - 

1 - t'D >j y ts h&tt I K 
(S) - 1 - (tert + - 2 - C2 - (il> + i/*;i/ 

- l - t Ka4-^x^;UD £o »J i>> ( 5. 7 3 g) K 4 Nt£& ( 1 . 
4-i?^+1f>^^ 5 0ml) £Jn*.. ^ST2I^KS^L/Co Kltm&mffi 
S£@l&> SI&£0iJfc#J3 - a) tmmizLT, L-zTxd >J > ( 1 . l 5g) ^ 
>-^;l/>fV2/Tf— h (1. 1 3 fir) Syh'Jxf^T; > (1. 0 1 g) 
MF (10ml) »K IST'l^ffi^tSCtCiotllbn^N- 
7;;*;i«) -L-T/o y >££j££i*3C K J: t) SHBYfrfrtt (3.36g) 

c) (S) - 2 - ( C (S) - 2 - ( 1 , 3 -^t Kd*j/^d - l - 

(S) - 2 - C C (S) - 2 - C2 - (a: h + ->^7VU^-;U) - l - t Ko + 
i/x^lO - 1 - tTo ij -n- ;Uj/^;U) - i - 

K (3. 3 6g) 0THF-x^;-;^M (l : 
1, 5 0m 1 ) tw % *&T\ mitVrVI* ( 0. 6 7 8 g) fc#*ffc* h 
»J*A (0. 6 0 5 g) £flQx., MT*fc»*Lfc 0 ECSfc£i»3lflS&U it 

j?Dn*^-y *y-;U) KtfU ^jSffc^^l (2. 5 Og) £f#/.r 0 

d) (S)-2-(C(S)-2-C3-(tert -7*fAyy^S/»J n 
+ ix) - l - t Kn + i/yD tfAO - l - tfn «J *7UsHj=.;U) -n- ( 
7xi*y'fA) -1 - fcTo ij ^>^;U^>-9- ? K 
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SKCl. 1 3 g) Oigfky^U>^ (6m 1 ) tc h 'J j.^;ut S y (o. 5 
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(S) - 2- C((S) - 2- (3 - (tert -7*A,i? *) o + -» 

- 1 - t Fo + ^d e;tO - 1 - hfn U #;W^AO - N - (7*^. 
*^^) " 1 -^'J^>*Wt; K (1.0 1 g) CDh;Ui> (2ml) , 
DMSO (3ml) fiyh'Jif;i/7J > (0. 94ml) ©iRttJ&jftc 

^ r ^ e»J-^.>»flc ( 9 8 5 mg) ^finx.3I^WS^L7to KE£& 

h »; 1 *>&M£f!ti& % *TJ!&2fe#U &7fc8&&^ h 'J ^ATSE^ 

©fi&Lfc 0 SS&£-> U *^*7^^ n h ^77 *f - (igaj$[ : ?no* 
icfJU (S) - 2- C C (S) -2 - C3- (tert- 

tf^tO -N— - 1 - en »J i? ;l Z K (374 mg) 

XCf*«ffc#ei (2 8 Omg) *fffc'($5#I) 0 
HifetfJ 2 1 

(R) - 4- (3-h Kd*->- 1 -t+V^D^) -3 - C C (S) - 1 
V 'J 2> > (ffc-£® 1 8 ) 
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a) (R) - 3 - ( t e r t -Z? h Jltf— ;U) .-- 4 - C 2 - (zht-> 

;iO - 1 - t Ko*i/if A/) f7 7'J i>> 
N- (tert -7 h + -L-^^^n >J -J— 71, (14. 7 8 

g) $£2fcffll2 0-a) £:ra«©fi££lIttU mm<t&® (2 5. 0 8 g) 

/Co 

b) (R) - 4 - (2 - (x h*i/*Jl<tf-Jl) - 1 - t Ko + J/if-A] - 
3- ( C (S) -1- (7x-;MfW+i/*a-;l) - 2 - fcfn y 2>.=.;i0 

(R) - 3 - (tert - + - 4 - C2 - (x h4=">*;u 

#x;i,) - l - h Kn*->x*;lO V'J i>> ( 1 8. 1 3 g) tc % *#T. 
4NtM(l. 4 -it* 90ml) £itJ;U IiST2HSIS#lfco 

R&XL&mitoitm&, m&&nmm s - a ) tn^^tx. n- eo^u;*-* 

•>*7l/^x;U) -L-^oU> (9. 97g) i:SC&$-fr-5 C t (Ci O^Sffc^- 
(2. 3 0 g) 

c) (R)-4-(l, 3-S?h Kn + ^ofcT/lO - 3- C C (S) - 1 - 

(R) - 4- C2- -l-hKo^i/if^) -3- 

C C (S) -1- (7i-;MfWti/*;H-;l/) -2-bfn»;s?— AO # 

TTWjy (2. sog) s-nflsfli 2 o - c ) tmmo&Biztf^ 
mm<t<&® ( 1 . 0 9 g) ^f#/co 

d) (R) - 4- C3 - (tert -7?-A,i?*f-A,*/i) a^y) -i-hK 
o + ->:/n -3 - ( ( (S) -1- (7x— ^y^;U^- + i/357;u^^.;|/) 
- 2 - hfo y S>.=.;10 /I/) f7'/'Ji?> 

(R) - 4 - ( 1 . 3 - yt Ko + ^d - 3 - C C (S) - 1 - (? 

> ( 1 . 0 9 g) $&ttfti2 0 - d) tmno5.mzHL. mm<t&® (i. 4 4 

g) 
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(R) - 4 - C3 - (te.rt -Zf^Jlsif / i-)Vi/ >J n^-» - l - h Kd + 
i/^ok;iO - 3 - C C (S) - l - (7x-;Mf;i/t^i/*;^:-W - 2 
-^ Dl ^-^ TTV>)i?> (1. 4 4 g) ^H^J2 0-e) 

tmm<D5.mizttu mm<t&® (70 1 mg) ^n/c e 

f ) (R) - 4 - (8 -k Kn + i/- 1 -t+vya k;iO - 3 - C C (S) 
-1- C?^ — ^Mf-^**^*^*^ ;iO - 2 - kn 0 ;10 ijji^^ji-) 

(R) - 4- C 3 - (tert -f^Jli? / f-Jli/ y u + >0 - i -^y^ 
d W) - 3 - C C (S) - 1 - (7i-;M - 2 - k 
Dl ^-^ **#-;l0 ^T'/U^> (2 1 5mg) £ft®?-THF-*©ig 
(3:1:1. 3ml) i:**>U £ST 3 B£ffii£# £ES?££&jfo 

KTfWU ^Jgffc-&%| (9 7mg) (^5#M) 0 
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m 6 fl^L/cft^ 1 9-3 4 t>±i5I^(CLT^£C t^tl, *38WCjR-T 



TCT7JF937BX587 




0. lM'J>i*iJ^-tMJ^It«(pH 7. 0) 2 6 7 5 //K $ 
mW<t&V0<DO. 1MV >S#';$A-^HJ^A««ttS»[ (pH7.0)l 0 0 
jtz 1 * h©BS«kOttaiL^^ , n K^^y-if CD 2 5mMU 

th^Aglj^ (l 2 3JHtt/l. pH6. 8, lmM^ft^U^h- 
;l/&tf0. 5mM EDTA£<£<L\, J. Neurochem. , _3J_, 527 
( 1 9 8 0) HElO^fflhfc) l o 0 u 1 <Dm£m&, 3 0'CT'3 0^H 
+ 0 . 2mM 7- (N-*? i/=- )\,- f »J i/;u 

-T/ny*) - 4-yf;^7>J>7; K ( (i*) KIWEBrfi) ©o. 1 

M'JVH*'J^A-thU^Ag»ffigjR (pH7. 0) 1 2 5 1 £J0;U 30 
"CT'lBSfSl' M>/c 0 ( 0 °C) KO/c LT£l£*f?it U 

1 0^CJEfr^&S3 7 Onm. ^5fe»^4 4 0 n miCfettSS^fc&K ( a , ) 

mMU>&^MJt7Aifg«& (pH6.8, ImM WXU-f h-^MO. 5 
mM EDTA&tt!) &m\,^tcmmt, *¥£*M<t&®&fo<Dttt>OlZ0. 1M 
'J>SAU-t;A-thU^Ag»« ( P H7. 0) *JBHfcg»*trV\ 
3bfc&£a 2 fccfctfa, £iM£L/c (£6SC&B*l?iK 29. 127 (1984)#jgD o 

& (IC 50 ) «-)i-^iS[r^7^fflv>T^to^o 

ffi^ (<*) = ( i - a ' ~ a ' \ x l 0 0 

\ a s - a 2 / 
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I C B0 (nM) 




I C 80 (nM) 
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0. 1 
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0. 1 


1 0 


1 0 
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0. 1 


1 1 


0. 4 
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1 


1 2 
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0. 3 


1 3 


8 


6 


0. 7 


1 4 


1 
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0. 4 


1 5 


2 



/Co 



S8 





mm 

UIO 






my 






trim 


1 


0.1 


100 
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0 
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0.1 


98 
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0 
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0.1 


98 
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0.1 


97 
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0.1 


100 


0 
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0 
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0.1 


100 
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0 
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0.1 


100 
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0 


0 


0 


0 



*S*»K*?l>Tli, LTM: 5 0 mM HJ ^-JfcRIHHfc (pH 



5 8 



mmmm s 5 0 u u ^m<t^<Dmm®^mm s 0 uiR&b c 
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